Epidermal growth factor receptor-negative colorectal cancer: is there truly such an entity?
The epidermal growth factor receptor (EGFR) has been identified as a targer for anticancer therapies. Cetuximab is a chimeric murin-human monoclonal antibody that targets the extracellular domain of the EGFR. Based on the (un proven) assumption that the presence of this receptor would quantitatively correlate with activity of cetuximab, early clinical trials with cetuximab required demonstration of the receptor by immunohistochemical (IHC) techniques. However, assumptions were made regarding the stability of EGFR expression and the reproducibility of this IHC expression that , in retrospect, were almost certainly unrealistic and are incorrect. Current techniques lack the sensitivity and predictability to inform decisions as to the usefulness of cetuximab or other anti-EGFR therapies in the treatment of colorectal or other cancers. As such, the IHC staining for EGFR that is currently in use lacks any meaningful clinical predictive value and has no use in the management of patients with cancer. Current data do not support the use of the EGFR IHC stain for making any clinical decisions regarding patient management. No patient should be refused treatment with an EGFR-targeting agent solely on the basis of a negative EGFR IHC test and no patient should be given anti-EGFR therapy simply on the basis of a positive or strongly positive EGFR test result.